Degember 12, 1947

Tre Van Re ZFotter
HoArdle lemorlial lete
Univoraity of 7isomnsin
dpdison, ‘7lsconsin

Dear Van:

I have recciwd your letter, which is apparently umated,
a0 we wlll call it the most recent letter,

Pirst, with respogt to ths thaeorsticul sueation you ralse,
I think we have good evidence that the plasma;xne and the
gnzynme are nol identical since it 13 poasitle to arransy
conditicne where the rate of enzyme formmtlon 19 not proportiznal
to the amount of anzy:m tut to some other comonent, presumably
the pissmagens. ACtually, if you wlll examine the sootlon
on the theory of gems action in Vs Cold Spring Harbtor article,
a oopy of wiich I am ssnding under separate covor, you will
find that in essence, under normal conditioms, vh esehidsecimcernsd
with is i plasmagene-enzyme caiplex so that ths rate of
enzyme pradustion would be proportlional to the produst of the
two camponents of the anzyme=-forming caaplax,

ist me hasten t0 agree that I cortainly could have
orianized my charts a little botter, perhaps aven a 1ok tetter,
in the artioles you mentioned, btut we had some dif fioulSy
with the editors in putting In the kxind of charfa wo really wanted,
and so I £inally got dlagusted und let it go the way 1t 1s.

How a8 t 0 your last quesiiong /e haw not putlished data
on the rate of adaptutlon with a wide range of substrate
ooncentrati- ns for a very simple reasone The analysis «f the
kinatles 1s complicated Ly tho fact that undsr usual conditions,
t'® adapting substrate la used as a source of eneryy for the
formation of the enzyme telng siudleds It was therafore neceasary
to wait until a procedu-e or condition aoulé te davised under
whioch the adapting sutstraie wa3 not spplylre ths eource of
enargye Such a eondition has tesn ottulmed as you remembar by
the finding that it 18 possitls t0 zet adaptation under zlrcumstances
in whish tie sutsirate was not Leing used. Thls was further
extended 80 that we were atle tv employ wmutilizatle analogs of
substrate to induce speciflc encyme gystems. Onoe that was obtained,
it was posaitle to perform the kind of experiments that you desire
and it was porfiormed Ly iir. Sweaman, who filnds that he got a
typical activity saturation curve which attained ite maximal rate



of ensyme induction at atout 1.2% These results, along -ith
ts use of the analogs, will te putllshed as soon as I can flnd
the time $o write up the final mamisoript.

Finally, I am sure you will te Interested to krow that
we have recently made some rather dramatlc advanoces along moee
gemet 10 lines. 7@ have boen stle to ottaln a system with which
we can with case dupliocate the essential featurem of the
mlitiose inhoritanoe story amd this system is much eesier
to malyze and to handle, and we have been atle to employ it
with zreat frultfulness inr pushing the exporimental test of the
plasmarens the.ry of gene action which 1 proposed at tle 1946
Oold Spring Harbor Symposiume The mumber of predlotions teing
oonfirmed, 1 imst confess, is embarrassingly large even % me.

Sinoerely yours,

S« Dolegelman

ea/t



